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1 . This international preliminary examination report has been prepared by this International Preliminary' Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



I 1 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
' — I been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

| PCT/JP99/04533 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages : . 

pages 
pages 



□ 



, as originally filed 

filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 1 9 
, filed with the demand 



, filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



1 1 the sequence listing part of the description: 

pages 

pages 
pages 



, as originally filed 

filed with the demand 



filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ the language of publication of the international application (under Rule 48.3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 

The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 

I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 1 7). 

Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



[International application No. 

PCT/JP99/04533 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious) or to be 
industrially applicable have not been examined in respect of: 



□ 

the entire international application. 



claims Nos. 



14-26 



because: 



^71 the said international application, or the said claims Nos. 14.26 

^ relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of claims 14-26 relates to a method for treatment of the human body by therapy, 
which does not require an international preliminary examination by this International Preliminary 
Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67. 1 (iv). 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos. 
1 — ' are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so i nadeq uately supported 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 14.26 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 
I I the computer readable form has not been furnished or does not comply with the standard. 
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INTERNATIONAL PRlHMINARY EXAMINATION REPORT 



ternational application No. 

PCT/JP99/04533 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 



Claims 
Claims 

Claims 
Claims 



1-13,27-39 



1-13,27-39 



Industrial applicability (IA) Claims 

Claims 



1-13,27-39 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1 : Islet inflammation and hyperplasia induced by the pancreatic islet-specific overexpression 
of interleukin-6 in transgenic mice, (Iain L. Campbell et al.), Am. J. Pathol., 1994, Vol 145 No 1 oases 
157-166 ' 

Document 2: Polymorphonuclear Leukocyte Dysregulation during the Systematic Inflammatory 
Response Syndrome, (H. Hank Simms et al.), Blood, 1994, Vol. 83, No. 5, pages 1398-1407 
Document 3: EP, 572118, Al (Tosoh Corp.), 1 December, 1993 (01.12.93); & JP, 5-304986, A & US 
5866689, A & DE, 693 19662, E & IL, 105541, A 

Document 4: WO, 92/19759, Al (Chugai Seiyaku K.K.), 12 November, 1992 (12.1 1.92); & EP 628639 
Al & DE, 69229482, E & US, 5795965, A & JP, 5-227970, A 

Document 5: The Merck Manual 16 th Ed., (Fumimaro Takaku et al.), published 1 May 1995 (3 rd 
printing), pages 760-766; see 'Pancreatitis' section 

Concerning claims 1, 27 

Document 1 discloses the fact that pancreatitis can be caused by excessive expression of interleukin- 
6. Document 2 [page 1401, right column, lines 19-22; Fig. 4] discloses the fact that anti-interleukin-6 
weakens the PMN (polymorphonuclear leukocyte) oxidation reaction that is observed as a symptom 
inflammation of organs such as pancreas. It is thus considered that documents 1 and 2 effectively 
disclose the fact that inflammation of the pancreas can be suppressed by inhibiting interleukin-6, and so 
it is considered that, based on the disclosures in these documents, the idea of using an interleukin-6 
antagonist in the treatment of pancreatitis would be obvious to a person skilled in the art. 

Concerning claims 2-1 1, 28-37 

Documents 3 and 4 disclose various antibodies as interleukin-6 antagonists. It is considered that, 
based on the disclosures in either document 1 or document 2, using these antibodies in the treatment of 
pancreatitis would be obvious to a person skilled in the art, and thus that the subject matter of claims 2- 
1 1 and 28-37 does not involve an inventive step. 

Concerning claims 12, 13, 38, 39 

Document 5 discloses the fact that dropsy is a typical symptom of pancreatitis. It is considered that, 
based on the disclosures in either document 1 or document 2, it would be obvious to a person skilled in 
the art that if the inflammation in pancreatitis were suppressed by administering an interleukin-6 
antagonist then the associated dropsy would also be cured; it is thus considered that the subject matter of 
claims 12, 13, 38 and 39 does not involve an inventive step. 
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(54)Title: PREVENTIVES OR REMEDIES FOR PANCREATITIS CONTAINING IL-6 ANTAGONISTS AS THE ACTIVE 
INGREDIENT 



(57) Abstract 

Preventives or remedies for pancreatitis which contain as the active ingredient interleukin-6 (IL-6) antagonists such as an antibody 
against IL-6 receptor. 
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^ Bfl © # if 

*^B^(i-r>^-a-r^>-6 ( IL-6) T>*=*-=.Xh&W3&Jlfc# 
IL-6«B (BSF2)£> £ l^te^f >^-"7xn>/32 <h 

n^ffc $ n/c -9- h # -f § o iL-6fcu b u > ^ iffl ^ © y£ 

ft^lCi^tl-^ltH? i LTii^n (Hirano, T. et al., Nat 

ure (1986) 324, 73-76 ) , ^©f£, M * © *ffl © « ffi SB » * & 
S't^ldt^ h*-f >t'S§:i^»^^i;fio/: ( Ak i r a, S. 

et al., Adv. in Immunology (1993) 54, 1-78) 0 IL-6«. T U > 

'<Bfc3fcJffl]lia©Ji£HMt 3rS!#t* 5 C <h tlT l> S (Lotz, M. e 

t al.. J. Exp. Med. ( 1988) 167, 1253-1258) 0 

il-6 (2. mm±X'-n<Dm&n&ftLT*<D!k%a¥tofe&&&ift 

g© IL-6S^f£~C £> S (Taga, T. et al., J. Exp. Med. (1987) 1 
66, 967-981, Yamasaki, K. et al.. Science (1987) 241, 825-82 
8)o IL-6g^£M3. H£ HI ^ H il LtilSI±l-iSt?>IIS^i 
CDffclc. if- ^ © 8B US fl» IS « ^ £ ft £ W^tt IL-6^#ft £ LT t> # 

130kD ©Jg£g6®gpl30 Tfe^o IL-6£ IL-6£§#liIL-6/IL-6£ 
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^ftff £r ft L . &^Tgpl30 t m&-tr 2> Z. t <c «fc 9 . IL-6© 

&<&¥tt^tt#ilfflilSrtt£fc&£ft5 (Taga, T. et al.. Cell (198 
9) 58, 573-581) 0 

IL-6T > ? =f — X h ii. IL-6©^^^^^tt©feit^lS*-r 
S^SSo Clft3:T{C N IL-6(C*f-r S trttt (fit IL-6trCft) . IL-6S 
^ftC*f ll" Sfitft (£iIL-6S£ftin:ft) . gpl30 {'^ffStaft: (trC 
gpl30 JrEftO , IL-6&^ft. I L-6X « I L-6§ ^ ft: £1$ 5> ^ ^ ^ F ~m 7b< 

in:lL-6g2g#:#tf*{;:|ia Ltli, < -=>^ © fg 6 (Novick, 

D. et al.. Hybridoma (1991) 10, 137-146 N Huang, Y. W. et al 
., Hybridoma (1993) 12, 621-630 . M |g # f* tbS M & M # ^ WO 95- 
09873 . 7 -5 > X#fF Hi BI & M # F R 2694767. 3fc @ # fF # US 5 
21628 ) o ^ © — o-e£> & v ^ X JrCft^PM-l (Hirata, Y. et al., J 
. Immunol. (1989) 143, 2900-2906) © *@ Jitt #i jgfl ^ (CDR; com 
pi ementar i ty determining region ) h fit ft ^ ^ $1 "t" & C L 

X^n^tltzt hSHfcPM-lirCft^ft] bftTl'i (SUSIta* HJS&M 
S-tWO 92-19759 ) 0 

m$: (pancreatitis) (i . WW M S tMb !^ «fc 9 & ft tc *> ^ T 

g effift^-r Sottas*-?* So cni-eiCs mttP^^^i 

IL-6M^^'iSfflT £> 3 C i $ tlT 1* S (de Beaux A. C. et a 

1., Brit. J. Surgery, 83, 1071-5, 1996) 0 £ tz , ifil 4 1 I L-6fjt ti 

#>©fg^ iz t£ h t ^ 7L h tlX £ (Inagaki, T. et al., Pancreas 
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, 14, 1-8, 1997 ) o 

cn^uii-eii, iL-i&t>*TNF &mm t m < m&ir & z. t 

frTFVfcZ tlX & <0 . m-V-* MOi:)!tt^l^^^(7n7 
ttM&ititir. JEt^fef L<i^tSCtA<«§$nt^5 (De 
nham, W. et al. , Gastroenterology, 1 13, 1741-6, 1997) 0 

XUZtlX^Z (Norman, J. et al., Surgery, 1 17, 648-655, 19 
95 x Hughes, C. B. et al., American J. Surgery, 171, 274-280, 
1996,, Norman, J. et al. , Surgery, 120, 515-521, 1996 ) 0 

L Kt>< zn£XlzmjkKte^XirLlL-G&nfcirifc%F<DlL 
-6T y 9 3'- X b ^ IL-G<D &.® ft izWffl-t & & 

❖ tett £ tltfc b>?\ $UL-6g^#lit#^© IL-6T > 9 =f-X h it< 

% 03 <d m ^ 

<fc 9 its & o 

(1) lL-67>^3'zx h^tii^i L 

(2) IL-6S^ft:tw*f-r S irtf* & W S& fife # £ Lt 
literal 

(3) IL-6S^^^^-T S * 7 * p - 
W$&fi£#<!: LT§St§#^©fiXtt^ii^^it^o 

(4) t h IL-6S^#:{C>^-r S * J t n - /U 4rC 
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- 1 ia & ~C & £ o 

»ts«'ftiia#ii N L < « t hft^f^^ (c * 

o 

*»hjj (8) tMtt-l^^tM^iLTtft 

**9ni* fc. (9) 85 82 (1) ~ (8) KIB*<DIL-6T :/ 

**Wi±*fc. ( 1 0 ) mm ( 1 ) ~ ( 8 ) {3ie«©IL-6T>^ 
&tc N ( 1 1 ) MI5 ( 3 ) ~ ( 8 ) »Ci5*©IL-6S«. 

ei ffi © ffi m t£ m m 

m 1 ti. IL-6h-5 >Xi?i» y * x^JEStv ^fc it ^T, 
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£>£o iZtz, tit I L-6S fC cfc <0 ZtlfrtoMZ tl 5 £ £ 

£• ^" SI T £> So 

M &> Z> o 

I 4 liv IL-6 b ^ >7-; i i7^')xi:t;H;'f >^g^Lt 

& 6 IE n "7 X (D -t? 7U U -f >i^P^(-Jt^Tv HI 3 iZ&lf & 
IL-6 h ^ > X i — -y ?7'5Xt©t;H/'f >iii^^HSLT 

*f LT, II 4 {d*J ^T{iin:lL-6S§^tn:(*MR16-10S#{C J: *9 i#S 
0 5(i, LPS £ <£ -t? ^ U -< > S K *fc 9 =g & $ ft I L-6 h 5 V 

mm <d mm co 

#f£WT-{£ffl £ ft S IL-6T > ? =>*-X Mi. #&©^l&Xtete^ 
SfrlH. X S? !fe fc: £ Sfl¥JB#lll«J$i|$»££*t- *>©tr&ftte\ 

IL-6T > ^ =f— X h ti N IL-6JC J; 5 -> & 'M Wf L , IL-6 

£ L < (i IL-6. IL-6^^^S.O'gpl30 CO ^ # ft ^ © *g (C *f i~ & pi 
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&ftm&fi-t Z®'£T'& 2>o IL-67 >^ h i LT(i, WlX-l* 

$l IL-6!af*. KIL-6g^^5t#. iagpl30 ta^s IL-6&g#:. 
&IL-6S£fr&g&& S ^ li IL-6X(i IL-6g^#<DS[$:fr^7f- K*5 

mm znzitc \L-6tii# t lt> mizmnm^s^^o^ y ^ a - ^ 

£t ft £ U'o ilLlft^ft*©*^ ^n-t^tti*:,!: LTIi, ^ 
i^^o CL ©Sift (4 IL-6<h 5 d £ C «fc 9 . IL-6©IL-6S#ft 

So 

d © «fc r> ftirtft t L T (4 x MH166 (Matsuda, T. et al., Eur. J. 
Immunol. (1988) 18, 951-956) ^SK2 J/tft (Sato, K. et al. . 
3&211H] B*Sl;K^£^£:, ^#rl£i§(1991) 21. 166) £ 
*l S o 

SfflLT, ^ n^afirofea^^tc r fts & bin* ft 

KI*K{lOlft$tiiLTfffl$llSt hIL-6li, Eur. J 
. Biochem (1987) 168, 543-550 . J. Immunol. (1988) 140, 1534 
-1541 , *5^WAgr. Biol. Chem. (1990) 54, 2685-2688 tc ffi ^ 



6 



WO 00/10607 



PCT/JP99/04533 



£ tltz I L-6it £?/7 i y tE^iJ^ffll^ C ^tf btlSo 

I L-6© it ^ BE £ & & © 38 ^ ^ * * - & # A L T 3 ?t ± 

fit is <h l xm ^n«'=t * tz, ii-em e k t i&<vm a ft t ©i&-£ 

^H^-ef^ffl $ ft^fiilL-eS^ffcfii&i: LT\ #(Ciffi?L»J^**©^ 
/ ^n-^/l/fit&rfr^i: L^o nfi?LI&$lffi#© j e>' ? n - ^-;l/fii# 

#&t::J;9fit#ite^££t;fj^^**-T*^HeSlLrt:*&±{cg 

v IL-6© I ^ ffc ^ © M £ IE * LT lL-6<Z>£#f^fi*Ji£te©*fflfl& 

CO i^iSf^i Ltiis MR16-lirCft (Tamura, T. et al. Proc 
. Natl. Acad. Sci. USA (1993) 90, 11924-1 1928). PM-lfit# (Hi 
rata, Y. et al., J. Immunol. (1989) 143, 2900-2906) . AUK12- 
20fit#x AUK64-7 fit # & S I, AUK146-15 fit # ( H |g # fF * & M 
#-%W0 92-19759)tt £* J&<3*tf £*l<5o C tl t> © r> % X N # \Z iff- * L 
l^fittti LTPM-lfittta^tf ZtlZo 

) (c. ¥)&2 ^7 /? 10B FBRM BP-2998 £ LT^^^^ b£k$llz 
So^llf K^tm^o MR16-1 fit#££'W:/U K- 

■?imMW!<$. Rat-mouse hybridoma MR16-li LT, IiSIK4(tf 
IfIISM5S3r < tfffi SU Til #3 -*§-) 



7 



WO 00/10607 



PCT/JP99/04533 



9 ^3 £ 13 B (C , FERM BP-5875<t L T 7 X h & m IZ ' & S.|& 

tiLll-G^mfe* J ? u - -jr jVfcfo m £ " ■< ~? U K - ^ fcU 
IL-6g5g#£j£ftin:Ig HTffflLt, £ ft £ il 3? © & & L 

So 

M^fFftll^g-tEP 325474 }C. 7^7 IL-6^^ftfi H 

IL-6S^&MSKi;U IE^M±(-^^LT^St© £ f ffl JJ£ JH £ 0 
tKLTl^ fe© ( RTi§ttIL-6£g#0 (Yasukawa, K. et al.. J 
. Biochem. (1990) 108, 673-676) i01|g^*§o nj7§t£lL-6 

#^£*js$*iT:fc*K »iiiajRiia^«*-5^«sBei!aagSji«i«<i: 
mMmmm.fr Km lx ^ z &xmmetmiL-6&®{* t mft otus 

^ t> § ttl© IL-6£g#£Sg£&fc©#&-C i »S& L. - ©MS!! IL-6 
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& m ft m. m t l x m ^ x h & ^ 0 

t h 1L-6S§{*£ 3 - Kt5 cDNA^^t;^ 5 X 5 K pIB IBSF2R £ 
^W^S^JIiffi (E.coli) ii, ¥fi£5t^ ( 1989SO 1 £9 Blttl 
iSi^^^If IiSf W^pJt!C> HB101-pIBIBSF2R UT, S 
K#-^-FERM BP-2232 £ Lt^^X h^^JicSo^ffll^K^ftT 

*^H^T-i£ffl $ n 5 4rCgpl30 i/tffcii. fii®$g^ffl^T^ 'J ^ 
□ -t^Xlity ? u - ;U ifcfle £ LT»5C£j&<T£So * f£ ^ 
TM£ffl £ ft £ iagpl30 *aft£ LT. #iCPS?Li&^*3fc©^y^o- 

;l/£t {* *< if £ U'o "SfLS&#l&3fe®*/ ? n - ± Jltflfc £ LX It 

So C ©#C{fctegpl30 IL-6/IL-6 
££#££#© gpl 30 ^O^^-^Pl^L TIL-6©£^^^y£tt©*ffl 

£© J: ? fc£t#£ LTli. AM64t/tf£ (#^¥3-219894) . 4 B 1 1 trC 
#*><!: tf2H4 fcfa (US 5571513) B-S12 i/t# & «fc B-P8trt ft ( # B§ 
¥8-291199) tii'd^lf b*l5o 

5tgpl30 ^ / ? n - ^ Jl<Vifam$L" 4 ~f U K-v«> S^lftf-te 

o £jgfffcij^ £ ufffl lt. zn^mn<D^^mKLtz-h< ^x 

£Hl£r $ ilS© x * V - - > ^SCJ: *K e / ? p - 
(fJ:l»o Kft$U#©^fFijtJ^ £ Ltfffl $ tl Z> gpl30 ti . 
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&*N#f)F tbfS&BflS^BP 411946 Id £ n/cgpl30 a£f/7 ; 

j wt se ?<j £ ffl ^ s - t \z «t o r m z> n s o 

@lft<Dgpl30 lai^iijaOJStftfiL, C©ffiMgpl30 
gfiS^l^JiIli Ltffll>nii'J:l>o * fc. gpl30 & ¥tM Ltl 1 

*iBBfla^gpi3o lei iiiiioieiioiMei'&i^iiiii l 

Tffl l^T t> «fc l^o 

S cd A< * L < . — ft «w ii o m II © Sfr s v * x % 7 

, KTi:aitt5Cti:J:t)ff*)n5o H ft ftic ^ fF irC £ P B 
S (Phosphate-Buffered Saline ) ^ £g :fei&7k ^ jg ^ ft {c 

. mm l tz h <d £ p)rm & to (D r v ;< > h , m?ni> y n 

>h^i7y i A*>h^fiiS^L> ?UL». m$LM®} {-4-21 B# 
ISL/cSMc N ni^LM^ &ft£*IHB&j&<35i 0 t±J $ *U ifffl Jj& I* f;: ft" $ 

ti&o *h life {c ^ $ n 1 H/^sffliiiat Ltii, 

n -TiSStt, -r-etw N &*n<D«* 0J*.(±\ P3X63Ag8. 6 

53 (Kearney, J. F. et al. J. Immnol. (1979) 123, 1548-1550) 
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N P3X63Ag8U. 1 (Current Topics in Microbiology and Immunolog 
y (1978) 81, 1-7) . NS-1 (Kohler. G. and Milstein, C. Eur. J 
. Immunol. (1976) 6, 511-519 ) N MPC-11 (Margulies. D. H. et 
al., Cell (1976) 8, 405-415 ) N SP2/0 (Shulman, M. et al., 
Nature (1978) 276, 269-270 ) „ PO (de St. Groth, S. F. et a 
1., J. Immunol. Methods (1980) 35, 1-21 ) . S194 (Trowbridge 
, I. S. J. Exp. Med. (1978) 148, 313-323) . R210 (Galfre, G. 
et al., Nature (1979) 277, 131-133 ) H M & & ffl $ ft £ 0 

i£s tzt?L\f, I -r >f y CDjj & (Kohler. G. and Milstein, 
C. N Methods Enzymol. (1981) 73, 3-46) m f~ *P IS T fr 9 C t J)< 

iOIfr^llcti, MISIffl^R4^«^'J^(i\ m Jfe {£ at M © £ 

% ^ijxf (PEG ) % -fcr > ^ * /l> X ( HVJ ) ^ 

ffl $ ft , M pfi M ic ck 0 B4 m & m 3 tz & iz i? J =f- ju x ;l/ 

* * x k ^ © mm m % m #n & « 5 c t *> -r § 5 „ 
Msstc^fLr^^iE^^i-iofei-r^o^^^ L^ 0 m se an us ifc 

J?jSttRPMI1640ig*i£. MBM±S#?Ss ^ O fife . £ © S © ilffl US * IC 

fcs ) f ©i»ii^§fflt5cit-e^§o 
an 1a 1a £ « N fu ie & s £ SiD-T«Biia£©Hfr5£S£ii5iEig 

31 T =fc < I^L ^#>. 37°C?lJg{ciPia L tzPEG m%L. M Z- te* 
. ¥±=J#^ S 1000-6000 fl^CDPEG 7g$[£iI3t. 30-60 % (w/v ) 

l l 
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© £ w k j? t l < 4' ^ us sfe m m & i& * -c g & 0 

SR'Wy; K-v«. ii S © il » 7& . W^Llf. HAT ±§*f& 

-5 £ i iz «fc «9iitiR£ n5o ^ l£ HAT i&«$[-<?©±&« (2. B 
WitS'W^'J K - ^ JEi # ® fill IB ( # Hi ^ *ffl US ) A<5Ea-r-SOtc 

^ > r *> J; : ? p-— >^^firt>n*o 

* . b h Jgi ^ © M \z tn.iW. £ &m L T _LIE ^ 7' U K - v £ ?§ 
Sffet^. fc h U in vi tro-effim<DticffiM 6 If X i>t Jli fil 3t 

*ffl fl£ -£= fp L . JgffB U >'<$c£ t r $ i n - ^jfiBlfe. 01***11266 

t hifL^^^^Cifct?^^ (#£¥ 1-59878 #bs) 0 $ £ ic 

iz$imxteifim5£$imm&®:5- u naae©^^^/^© t 

*^IKf LTfci:^ (S^#fFtB^^^#-^-W0 93/12227 N WO 92/ 
03918 . WO 94/02602 N WO 94/25585 . WO 96/34096 „ WO 96/3373 
5 #HB) o 

i^Wyj K - £ il 3t © # & tc L & :i > i£ « L . f©J#f irii 

mynz&^-LTmmzit, * em* t lt t^<mm $ n 
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3-139293 JC frl^ $ fttzJi&lz. X *5fT"5Cl<h*<t?§5o XJIS^I^^ 
f^IfIlfiffi?f5SI (3&c«tfto < tfTfflKl TBI #3 -t) fc. ¥■ 
J&2 ££7 £ 10B tc % FERM BP-2998 <h Lt^MX h^l>)i:So^l 
|g$f£3 ft/cPM-ltfCft^^'W f U K-^^BALB/ct ^X©I)grt 
i:aALTK**Is C ©MtK^ £ PM-l#c#£- W^-T S * 
A^yij k - v £jg^ teigttK #Jx.(2\ 10% ^ •> 16 !fc Ifll 81 . 5 %BM 
-Condimed HI (Boehringer Mannheim SD # W RPMI 1640ig*i&, 
y K-^SFM Jgife ( G I BC0-BRL U) > PFHM-1I ±£ift ( G I BC0-BRL 
^T±§*L. ^©igft±«^ ^PM-l^^^M^ S^&^iT 9 

K - ^ ^ £ a ~ — > 7 L , M % ^ * 9 — 5- *ft * i£ ^ T? . d *l £ 

*ffl^4:i^T'*5 (0J*.HN Borrebaeck C. A. K. and Larric 
k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the 
United Kingdom by MACM1LLAN PUBLISHERS LTD, 1990#Jfc) o 

— v^&x irC&©oJ^ (V ) ^I^^^ — K -f & mRNA£- i£M t" & o mR 
NA© ti . £ *p © ^ & „ #ij x. IS\ /7i^>SSi^ ( Ch i rgw i n 
, J. M. et al., Biochemistry (1979) 18, 5294-5299 ) . AGPC& 
(Chomczynski, P. et al., Anal. Biochem. (1987) 162, 156-159) 
WIZ J; K) :£:RNA JSJUL, mRNA Purification Kit (Pharmacia^) 

L TmRNA^IH^^- 5 o QuickPrep mRNA Purificati 

on Kit (Pharmacia M) £ ffl ^ * £ <h tc J: (9 mRNA£ it & M ^ ir £ Z. 
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ti)<-viSs ho 

% z>ntimRNHfr ^mi&mmm^m ^t$l#v si^ ©cdna^ 

ho cDNA© -n fife (i v AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit m & m ^ T n o Z. t fi< T : £ h 0 £tz. cDNA^^fife 
& «t & & 1R & ft ? (C(i5' -Ampli FINDER 

RACE Kit (ClontechSS) fe^C/PCR £ ffl rt: 5' -RACE & (Froh 
man, M. A. et al. , Proc. Natl. Acad. Sci. USA (1988) 85, 899 
8-9002; Belyavsky, A. et al., Nucleic Acids Res. (1989) 17, 
2919-2932 ) *f ffltSC 5, ft £*lfcPCR 

<!: "3" <S DNA ®t K" ft M L . ^ - DNA iii^^So £ £ id N C *l 

itRirSciiix.^^ ^-^iistiio g &<j £ -r 3 DNA ©±&sie?ij 

£ & £0 © # & . 0] *. (i\ "T 2 * 4- •> £ JC <t «5 fit @ f S o 

Btfi t-f htrifaCDV «g««-3- k-t&dna *<^t>tmtdT. cn^ 
frM©irL#£3tf>I^ (C ®«) £3- K ir h DNA i^^L. Cft£ 

mm.^ ? ^ -^ffi^^tTo xt±. $lw<dv n - F-r § dna £ 

x fc&C f5f®©DNA ^r^-tj ^ ^ -^*fi^iiA/-e =t 

# s& -e & e $ n httfazmm^- h k j*. ? ^K^ite 

o 

£ U A&fftfc&g L tzmB?m&Z-mtrifc. mz-tt. (Ch 
imeric) laf*. t r- SHt (Humanized ) £ T £ -5 o Ctlb 

©&^£ift te> SE»©^&^ffl ^TKai-r 4 C «h £ * 0 

* * ^iriftli. HUlSOJ: -9 (c L T £t ft V - K^SDN 
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A £ k h trt C 8H£ £ 3 - K-TSDNA £ » *£ L . Ctl^fg?!^?^ 

^i^tB®i^r^#-^EP 125023 . mfeftn&m&m&^vio 92-19759 

DNA ^tt^^X ; # * pPM-k3;fc «fc pPM-hl £ £ *U £ 

0^7 X ; K £• W "t" -5) A" Hi S (i > National Collections of Indust 
rial and Marine Bacteria Limitedtc. 1991^2 ^llBiC, & * NC 
1MB 40366 &O f NCIMB4036Z<i: LT7?*^X h^^i^lo ^IH^R 
$ tit ^ & o 

t h IMLfctft ti> Hflffife (reshaped) thia#<!:fcffc£*U t r 
& © "$ ?L S& #1 x 0J;ttf ^ ? *fft#<Z>*Blittt&/£^# (CDR ) 
r K # © IS ffi ft & £ ^ f£ L t> © "C * *K *© — j&ttttate 
Tffl^X^Sfe^btlT^S (gfe*N US BP 125023 x 

BMfF ftH£P^#-§-W0 92-19759 #13) e 

ft#8*J J- te. "7 -5 XtrCf£©CDR it Mn:#©7l/-^7-^« 
(FR; framework region) £ & i~ h «fc 9 K IS It L DNA IE?iJ£. 

U =f 7 * U 3*- K ^ t> PCR & f3. J: ^-a^c^-So ^ t> ft DNA £ t h 
ift&C = - K"*- S DNA £ jgljg L , & <^ IS 3t < ? ^ - tc *1 <^ 

d ft£^±iC2* A L^^^-tirS £ iicj; <9 l# ft £ (Bfctfl 
^SftfJSi^MS-tBP 239400 . aiR4#fFtfJi®4iMS^WO 92-19759 
#RB) o 

CDR ^^Ltl^^tl^t h trC^OFRte. *B *i 14 & £ SI « S *f 
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(Sato, K. et al., Cancer Res. (1993) 53, 851-856) 0 

t htrCi&C fl^i LTtis Cr*^«fbn. ^ilf, Cr 1 > Cr 
2 „ Cr 3 X ti Cr4 ^fltsa^t^o £ . K^XJi^r 

h MlfcPM-lfrCfl^^ff (BRI#S^ tfi^^MS-^-WO 92-19759 

human cytomegalovirus immediate early promoter/enhancer ) 

— ^-/x>A>f - i LTv U b n ^ ;P x . # »J * — vtf >r ;l/ 
X. T^y^^r^X. y ; 7>")^l/X40 (SV 40)f©-)^^y 
o * — f — / x.y s^y-V — h hxn>f - i/ a y~7 t 9 9 — 1 a 
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( hefi a ) ti £'<Dm$immm&$k<v -? ° * - * -/ >^ - & 

m ^ ft i£ £ ^ o 

SV 40 rot-^-/x>^>t-*ffifflt4S^> Mu 
11 igan£02f& (Mulligan, R. C. et al., Nature (1979) 277, 1 
08-114) , £tz, MVla 7 v ? - 

. Mizushima t><Dj5& (Mizushima, S. and Nagata, S. Nucleic 
Acids Res. (1990) 18, 5322 ) IC^^Ii'lil^ItK t^t 

$tS:t^Ti5o ^x.(i'yn^-^-i LT(^ l acZ7° n - 

£^ffl-r&*§£rs Ward£<D^r& (Ward, E. S. et al., Nature (19 
89) 341, 544-546 ; Ward, E. S. et al. FASEB J. (1992) 6, 2422 
-2427 ) , araB7 n ^& - ? - ~t Better £ (Be 

tter, M. et al. Science (1988) 240, 1041-1043 ) {Cfi£*tf<fc^ 

o 

ic^££ -£&m&s pelB -> ? ;HS?iJ (Lei. S. P. et al J. Bact 
eriol. (1987) 169, 4379-4383) £ & ffl ft «fc ^ o ^ 'J 7 X i» 

(refold) Ltffflta (#ij;tte\ W096/30394£ # JS ) o 

*I i££ 2£ £ L T (i , SV40. ^'Jt-7^^;i/X, 7f/f 
X. ^y^fo-V')^^ (BPV ) i$o4*Ot)©*1^5Ct 

^ ? — [iMtfl-? — ft — t L ~C . 7 ^ 7 ^ U K * X * h ^ > * 7 
X 7-"ir' ( APH ) m. & =? . * I V ( TK) He^s ^If 
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* if y f- >/7->^X-t U > ;U h 5 > X 7 x -5 - -tr" ( Ecogp t ) 
KDiKSx»36 (dhfr) it B =F m £ & ts C <h ri< ~e & 

5:ii<t^o tfi;fl:$!jig©rt:a6©^&&W^ in v i trofc «fc in v 
ivo Ol^Si^So in vi troOii^ i L t (i, A^^HSS^^ffl 

ffl^S^^^*<*«o MhWmJfe t ITI^ (1) nf ¥L HI Iffl JtS . ^^.idf 
. CHO . COS . Un-7 V BHK (baby hamster kidney) . HeLa. 
Verotei", (2) ffi£SIIHJ]£, T 7 U * ^ ^ # jl yufp fl£ 

s £>&Wi(3) M&lEM. #i]/U2\ sf9 N sf2K Tn5 t£ g & ft 
tl^o ItlDSi LTiiv ^3f7t-^/<n (Nicot iana ta 
bacum) 6 * © ilffl IIS & £ ft T & *K :n^*il/X||tWi'J;^o 
Iliffllic!: LT«^ #'J/L(3:\ t 7 ^7 o ^ t X ( Saccharomy ce 

s ) ^. (f -tf y ^7 u 5 -fe x • -ir U t" i (Saccharomy ces cere 

visiae) „ ifejR®. ^Ix.(f77^;^';l/Xl (Aspergillus ) 
ffl 7L \Z 7 X ^ )\y ¥ Jl X • (Aspergillus niger ) £* # & S> 

ftT ^ -5 o 

^EfiSchLTii, *fl§» (E. coli ) N £ S ri< £0 t> ft T ^ 3 o 

. Jf?K$£&£ ftfc^fflJ^^r in vi troT^S-T £ d £ K<fc 9 £ 
ft£o i&^te, JC&Wt 9 o fJx.(i\ DM 

EM. MEM „ RPMI1640. I MDM£- m f -5 d £ j&< T £ . ^BSElfil*& (FC 
S ) fOi»M*#fflt5CHT^. 

A L tzmm.^W]^<Dm^.W=^^t Z. t ic ct «9 . in vivo {CTtn:**^ 
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— in vivo ©i4IHT(i, Sft^ifflt 814^^113 

PS?LS»«I <t Ltlis -7" s t y : J . v x . t> •> 

^5 (Vicki Glaser, SPECTRUM Biotechnology App 

1 i cat ions, 1993 ) 0 t tz , I*Ht!i, ^^^ffll^Ct^ 

o 

titzM&&fc=? ! £'£!tfMfi Hffr^-^^oEi^&ALx C © JK £ At © 
^ # A ^ 6 o E^fSL/:t^^b4ltl^ h^vxv'i— y 

.fcl^o (Ebert, K. M. et al., Bio/Technology (1994) 12, 699-70 

2 ) o 

(Maeda, S. et al., Nature (1985) 315, 592-594) 0 £ h 

. X. ii'pMON 530(C W A L . £ © ? ^ — £ Agrobacter ium tumefa 
ciens © <fc 9 ft ? -f- U T ic iAt^o £ © '< £ U T £ ^ =U 
^ix.^Nicotiana tabacum {C ^ ^ $ -tb . * * >< 3 © S «fc *9 fiftM © it 
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(Julian, K. -C. Ma et al., Eur. J. Immunol. (1994) 2 
4, 131-138) o 

HOi^lCin vitroXtein vivo COM^.T^^Xtn.i^^rM^.'t^ 
ta^MM (H IJO Xte1&m (L IS) - KlJ-£DNA £SIJ* 

to & ^ ii H m =fc t>' L || 3 - K <£ DNA £ ^ - © fg ^ ^ ? ^ - ic 

*& iA /i, t\ ii^iffe^^ -ttx & J: ^ (si^#^ttsil^^#-§- 

WO 94-1 1523 #J&) o 

Tti, Fab . F(ab' ) 2 . FvXfiH II i L |ft<£>Fv£iI^ /«£ U > *7 - "C 
& $ -If > > ? JU i > Fv ( scFv) i)<1£lf btlZo 

n itzfr. xi*. c n z>iawmftz =» - K-rsiie 

(#IJx.i2\ Co, M.S. et al., J. Immunol. (1994) 152, 
2968-2976. Better, M. & Horwitz, A. H. Methods in Enzymolog 
y (1989) 178, 476-496 . Plueckthun, A. & Skerra, A. Methods 
in Enzymology (1989) 178, 476-496 . Lamoyi, E. , Methods in E 
nzymology (1989) 121, 652-663 . Rousseaux, J. et al., Metho 
ds in Enzymology (1989) 121, 663-669. Bird, R. B. et al., TI 
BTECH (1991) 9, 132-137 # & ) 0 

£ ft S o C © s cF v (C ^ T N H || V $1 m. t L IS V IS # fi U > id - . 
*F£L<ii. ^"Tf- K U > *7 LTil*t$ ft<5 (Huston, J. S 
. et al. . Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) o scFvicfctf &H IIV SI^fccfctfL 11V ±ISiaft£LT 
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^ 7° f- K'J y *> - t L T ti , #ij J* T i J m 1 2- 19 ^ g ^ S> & ffi 
© — ^ti^^f- K # ffl ^ t> *i S o 

scfv<&3- k-tsdna i* . Miettft^H m X (i s H MV 

- KtS DNA . &£ZfL iXli, L |£V 3 - Kt5 DNA £ l# 

Met l x -eti^>©@e^iJ©9*>©BfrM©T ^ y^se^'j^^ - k s dn 

i# m L . & ^ 1? s $ t» JC ^ y ^ K 'J > 757 - SP ^ =j - k -r S DNA *5 
— H. scFv£ =J - Kt -5) DNA *<f^SS! $ ^n^^W 

cn£in:f£©®rK-(^ Bu 15 i fiUc L T * © it feT- * K L H S 

VLWcommM t lt> *'jxf u>^>j3-;i/ (peg ) ^©g-a 

^^ig^L/itt^^f fflt^Cifcfl^o *®I#I^«*©lEffl 

J- fix f# £ftfcffi#Kft¥fi*Jtefe«ii£ife?" d £ 

It it $ tlT ^ 5 o 

774--r-f-*n^ |> ^ 7 ^ - td <fc *9 It ? C <h T 
7 7-f if-f-^o-?h^7 7-f-i:ffl^5*7AiLTIi 



2 1 



WO 00/10607 



PCT/JP99/04533 



0 y D f OA HAicffli^I^HT, Hyper D . PO 

ROS , Sepharose F. F. m if h tl Z> 0 ilfiT H 

Ctlb©^ n7 h ^5 7 ^ - (i HPLC (High performance liquid ch 
romatography) {£jSEILf§<5o £ N iSffiHPLC (reverse phase HP 
LC) ^ffl^TU^o 

*3 It 5 c <b # T £ & o ttt^^x R 3fc J£ © ffliJ S tc J; £ J# £ K x PB 
S(-)-eiS^ {C?&fR L fc&x 280 nm©©7fcJ^£-$'j5£ L. 1 mg/ml £1. 
35 OD £ LT^tii^-So ifc^ EL ISA iz «t -5 £r ti £1 T © «fc r> SiJ 
£t5:i^^5, -T^^^x 0. IMS (pH9. 6 ) T 1 

U g/ml(C#fK L /c -V t h IgG (TAGOiS ) 100 # 1 £ 96yt 7 U - 
h (NuncM) id An x. . 4°C-e — Bfe-r> + ^^-->3>L. £t#£@ 
ffi^-TSo 7"D.y + >/ ®i, ilJ^IR L rt: # fi IJB T & ffl $ *l 3 tit 
#X ;K LTt MgC (CAPPEL 

fiOioOitzi *^jnLx tfict i b^bsj -f > * ^ ^ - a >f s ° 

#fc . 5000i£ # L T ;U # U "7 * X 7 r ^-fgKiit h Ig 
G (BIO S0URCEM) 1 00 u 1 £ fln . M M. (c T 1 B# ftft -f > * a. ^ - 

FtSo /ife^^s »H^^^fa^-r> + J .^--> 3 >©m. MI CROP 

LATE READER Model 3550 (Bio-Rad i^) £ffi^T405nm -e©K:)fcj£ 
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^mm-^i^m £ ft & IL-6&^&l;U IL-6g^{£ £ tt^W 

&^£Mi IL-6S^f* L IL-6<t Ht£r ft S IL-6<D£^ 

^ ft ^ ft il L ^ tz #> . I L-6 {C J; •§> •> *" ^ B it i£ $r ~t & ° 

iL-6&g£Mi, il-6©7 s y $?I£?ij©t ~ ytil^i^ts: 

IL-6"r*£o 

5 A. tztx.\Z. WHATIF (Vriend et al. , J. Mol. Graphics (199 

o) 8, 52-56 ) %m i^t^© — nkm^^^m l. $t»{-HSi$ns 

T i y £ f* (c *B # £ W ffli 5 CL <fc K «fc 9 ?T *> ft £ o 

iitu^ffi^T * y iii^^t Lfc&. t h iL-6itfe^ £ =3 - Ft 

£&£E?>J&££;^**-&ftS!<i:LT. Sfitfrfrft S PCR 

♦5 T ^ yi^lH^tiSi^Ctl^lAtacilcJ:^ IL-6& 

^ # 3 - K-^SitfiT^a^tlSo C ft £ 4& S IS T JS i§ & 

St < ^ ^ _ (cia^-iA^. HuSE*a«ix.Mtn:^®%^. ^ £fe & S! # 

IL-6^^^0l^Wi Ltii, Brakenhoff et al., J. Biol. Ch 
em. (1994) 269, 86-93 N &tfSavino et al., EMBO J. (1994) 13 
, 1357-1367 N WO 96-18648 N W096-17869JC gfl ^ $ ftT ^ h a 

^IB^T^ffl $ ftS IL-6S|5#^7f- KXti IL-6§§*a5^^^f 
K(i. £■ * IL-6^:gte£> 3 ^ it 11-6 t ©^^^tt^ W L . B.oIL-6 

Xii IL-6S^^^^-^^^ KliIL-6g3gftX«IL-6{C*££- L. £ ft 
t>^ffi*Et*SCiJ-J:0 IL-6© I L-6g£&^ £#Mft K Pfi* 
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& is y± & & & mm ■? & o 

IL-6SB#^:/f- KXIi IL-eg^&SIS^^^f- Kii. I L-6X & I L-6 
^ S ft <D 7 $ y KE^iJ icfc IL-6ch IL-6:g^ft £ & 
1® % © — SB X « £ SB (D T S y ^ E ?iJ ^ £ ft a ^ 7° ^ KT*5o Z. <D 
J; ? ft ^ 7 f- . a fit 1 0-8 0, ffiU !i2 0-5 0, <9 
*F * L < {i 2 0-4 0fl<D7;;i8i*^tt5o 

IL-6£&#^^^ KXti I L-6g!g ft SB #^7° f- Kti. IL-6XteIL-6 
^§ft©T = J I L-6 <h IL-6S^ft i ©IS^ICit) 

IL-6SB#^7°f- KXIi lL-6^ftSB#^^f- K^itfe^I^tt^ 

& ic «t «9 fp -? & {c N m m <d ^ 7 f- k £ =j - k s dna mn^m 

IL-6S&#^^^ KXte IL-6^^ftSB#^:/ f- K £■ ^ f- K^rJ&S 

HjJJRJl|#0i99l^l£SE«©:£&K^ C Tfr;t «fc ll^^Si 
Ltli, S£J#ftl::£j£ L«fc ^tt5 

# [S] © III § ic 1 T ~ ;lfoi^^aS^iSS^J:i:M^L/; 
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c &£Fmoc&<c*SiJ£*l&o 

:0J:9lcUgWit5^yf K ^ £r L /c , fl£ » & Jft & 
tf^zf^ K«jo3tSf#)i^©t0iSJS*t5o ^ 7 f- K & <fc © tU *r 

5 JC tc > Boc & ti -7 -y-fb 7K ^ X « h U 7 /U * n > * > x ;W * > 

XFmoc&T'tiTFA £ il # ffl ^ & C <t j&< T £ S o Boc 

£<> — Fmoc&-?te. #i]x.te:TPA ^ T ± IB t M © ¥k "C S 
R j£ & O* ^ 7* V" Wk<D^¥ifofr t> o Ci^tt^o 

5;ii<fHo ^ tb ic & <9 , M 6 St^WMKilSTffl ^ t> ti 

6 7k - T-t? b ^ r 'J Jl' 56 & i& £ & ffl LTfiiS&ttT'efrx.tf.fc^o 
f# £ tl fc ? h ^ 7 w - © 7° a 7 T -r^©t°-^{c^^^-^® 
# £ # BR L , cn£3t*£i|£i!S-r£o :®i:9(:U»IU:^yf 

*&l£##r. XtiT v y g? K ?U # *Jr ST^ <fc K) wife-* &o 

IL-6^^-^7 9 ^ K&O'IL-eS^^SB^^^'^- K©Hffc#l| te. 4$ Bfl 
¥2-188600. #Bflsp7-324097. 4t M ¥ 8-3 1 1 098S. X} ffl # £F £ #R US 
521 0075 H^StlT^So 

iCte. IL-6^#14ifflSaMH60. BSF2 £ig«L. d fl C IL-6^r^Jn U 
|s]^{cIL-6T>^=i-'-X h**#$ti-5:ii:«l:*3 IL-6^#tt^fflM 

JgT*. S U266£i£# L . I25 I &SUL-6£^*n L x |h] Bf tc I L-6T > 
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2 5 1 IL-6^rPJS-r 5 0 ± IE 7 -y -t? -f & £ *i ^ T, IL-67 3" 

-X h£#£$-i±£i¥ici[];l IL-67 > ? h £ ft H&tt 3 

> hD-^gf^fc^ M#Tf§ t> tl^Sm^JtlJ-rntf IL-67 > * 
n" ^ 7. h © I L-6RE m fS # & W ffi 3 C iA'Tf^o 

* ife © ^ m £ & m -t s ti . m&mftM, m a -t? & u > 

aii!ia#LTII¥ife£f£SL $ ft £ IL-6 7 > * 

P ife © ^ Kr ^ X ti P ife © S ^ l»± m * S o 

ffi©&#£US#> £>ftfc C £ ^ titIL-6§:^^tn:^^© IL-6 7 > * 
(is Ift L < lit FT^So 

mzmiR-f & c i t z o ws&a-^sku -01:0^11 kg& 

fc*)0. 01 mg *m^100 mgCDfESlTriiite: ft & 0 
1- 1000 mg . ft£ L < 5-50 mg ©Jft-^-fi&S^Ct 
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o 

* ig m cd =f m x a m jfipj ii . s -5- @& & ib -e g m <c ?f $ n & 
® & ^ ^ #n ^ £ * ^ t; k © ~£ £> ^ t k J: ^ o d <£> £ 9 ft fi # *> «fc 

^ ^jo ti © m t l r . 7X x m. m w i- tip ^ $ ft a *r ^ ^ > 

> s #ij t'i;i/7;i/3-;K # U t* — ;u f p U K > > # ;U * ■> t* 
^ ;U # U "7 - x ^-b^D-^t h 'J ^ 'i 7 ^ 

•J;i/8t h 'J a, 7;K>8t F U 7R t§ -f£ -r + x b -5 > . 

*;l/***->y f ^ h 'J Ax ^ ? f- > x * 3- jv u — 

X. if ;Hr^D-X N * -fr > * > # A x 77b'7^A, ii <M 4 *s 
N -tf 5 f > x * ^ x v U -fe V y s ^ofU>r'J # U jc 

f U > / |J n — ;i/ ^ 7 -tr U > x 5 7 -r > x Xf 7 'J - 
x x r- t y > K x b h ifli m r jv -f i. y ( HSA ) x y h - ;i/ x v 
;i/fh-;Ux 5?h-Xx gHSJP«! <b L TfF^ $ ft * J^SrStt^J 
^£ i* *<^tf t>ft 5o ffiffl $ ft £ lix SdMKJS liTJiiS©*^ 

t>ifil[*<S^(i*l^i±T^l$R$ftS^x Cftt>iC[5g^£ft& fc©-c? 

J£(Tx ^JfeflK #%0J:fc J: D^MtCck <9 # IS W £ ^ # tfn;: & hj§ 

s ^ x * m m a c ft t> ic pg ^ $ ft h h o -v a o 

B6-hIL-6h7 >X-^x-7 ^7-7X3x(iB6v7X (hIL-6 F7 > 
Xv f j.^>y^7-7'7X©|W1M ; ?) (Clinical Immunology and Immuno 
pathology, vol.82, 117-124, 1997) -fe ;U U > (caerulein x 

ts in as use) zg.m'km.Tkiz-mM l, 5 0 //g/kg^-i mr^^^^i 

? p — ;Wia#MR16-llix *W®-b;UH'>S#Oii[fl<-N 1 mg/m 
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=} y h u - JllzteRfcOfeW: (PBS ) ?:ffll^;o 8 mm'&iz, -7 

o ft. iftl 7* T ~ 5 - -fe? 3 - Kf>^> & £ ffl ^ 

•> U > jc ^- i? > (HE) tc T ft St s MttfcTiCTtfi&Lfco 

/Co I L-6 h ^ > X ^ i — -y ^y"^X{CMR16-l^rS-^-r^^ch{Cj;J9 

. ^ cd -t jv u >r > a t it * $ n z> m m m <d ± m- a><m m £ n «, *i 

m^^JfC. IL-6F7 >X^x-7^7^XH (03) iJES^^X 

i¥ (m2) zttm-tzt, jEig-? f? x (D-fifrn-mft <t*©®8f#2fe < 

, iftf3*©§S^t-«k*J(i*tiTii^s«l«*<$»E^o^:o :nii, MR 

S d £ JC J: *9 . ft*: (04) „ L ^ ^ T 

y ? n - ^- yUtn:^©^;m^lSi6 btltz Z. t J- «fc 0 , ia IL-6g^{£t/t 
#3?© IL-6T > * =f - X h t± N IL-6©f£ffi *«I$lJ-r S £ i T? . 

B6-hIL-6 h 5 > X ^ i ^ >y ^ -7 ^ X X (iB6-7 ^ X C h I L-6 h7 > 
X V s i - 7 ^ XCllli?-) (Clinical Immuno 1 ogy and Immuno 
pathology, vol.82, 117-124, 1997) JC. £3£&7k Cgjg L tz -t? 

>f > (caerulein . tSfnflBi&S8) 50// g/kg£ 1 1$ fal # I: 7 @ 
. t v x iclg^g^ L £tz, W. B Ztz to. «#J 
(D-tJVl/ -r £ [5jB#{cLPS (1 ipopolysaccharide, SigmattSSI) 
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1 mg/kg&mmft Ltzo tn.^V X IL-6g^ffc^ J 9 a --J-Jl/fc 
&MR16-lli> M W & -t? to Is 4 > S ^ © 1 O^MiC^ 1 nig/moused "7 
^xMf£MJ:«9&^L/co 3>hn-;l/|c«fii;#©igi£ (PBS ) £ 

IL-6 h 5 >X^x--y ^7^Xi:IIi^|-iieL MR16 
-l^S^-T^CiJCj;^ 1= L & # H H. t> tl <> Lfc^oT 
N -tr yl/U ^ > t LPS fc£ OSIfSnSlIfettllfife^^x^f;!/!: 
fe^T. £tIL-6§^{£in;ft^£> IL-6T > * ^ - X h Ji N IL-6©fPffl 
£ ifll $IJ -T -5 C i T . Sffi£©€«43<fc tff&S 

7- K W m "C tb £ o 

1 . fc h pjygtt IL-6^3g&g>P$S[ 
Yamasaki t> (Djj& (Yamasaki, K. et al., Science (1988) 241, 
825-828) frft^m £> tltz IL-6^^&£ 3 - K 3 cDNA£ ^ :/ 5 
X^ KpBSF2R. 236*ffl l^Ts PCR & JC «fc «9 ^ i§ # I L-6g ^ ft * fpjjfc 
Lfc 0 KPBSF2R. 236^$lJ|5g^^Sph I "TfflHkLTx IL-6g 

^#cDNA£l#. cn^mpl8 (Amersham^l) {C#AL/c Q lL-6S3£ft 
cDNAic X h K>**A^S«fc'5i-f f 1f'l' VL/c^BK^-'J 3 ~7 

-r^h'hn^j. — 9 if * * i/ * i/ 7*7- I* ( Amer 
shamM) {i«fcf9. PCR IL-6^S&cDNAfC mm £3? A L tz 0 Z. <D 

&IL-6g^ft£ n - cDNA*q# b>tl/; fl 

^»I?gttlL-6g:g#:cDNA£CH0 *B US ~e ^ ^ "T 6 J6 in . 7 5 X ~ K 
pSV (Pharmacia^) iiS*g$-fr. ^7X; KpSVL344 £f#fc 0 dhfr 
CD cDNA^^t;:/ -5 X = KpBCEdhf riCHind 1 1 1 Sa 1 1 7? »f L ^ of ffif 
ttIL-6§^ftcDNA£}f A L. CHO ^ X ^ KpECEdhfr344 
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lOu g ®^7X ; KpECEdhfr344 dhf r-CHO*Hfl&tt DXB-11 (Urla 
ub, G. et al., Proc. Natl. Acad. Sci. USA (1980) 77, 4216-42 
20) ^ -h JU •> ^ A 7 ^ x 7 x << bit&& (Chen, C. et al., Mol. 
Cel 1. Biol. (1987) 7, 2745-2751 ) IZ «fc K> . ^7>X7xnL 
/Co h5 >X7 x ^ M/:CHO IfflB&^lmM 401/ * S > N 10X MVf FC 
S N lOOU/ml <D ^— -> >J y & J; D 1 ' 100// /ml © X h U ^ h t •> > 
&&t> 7- 9 Is* i/ V'^F-lk a MEM ;! ±g S T 3 M±g« L /c 0 
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